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[mm i : mmmmmmm? 1 o ( f gf - 1 

O) . bhWiry+JV-i bmmm^2 (KGF- 

immtm2) ia73/HE?to»6jft*>K!/ 
m. 

[000 1] 

J:9PL<ii. Il*t^ WtMJiH^ 1 0 (FGF- 

i o ) LT-tw-rsr^t^ mm.m%m 

[0002] 

[»<7)U«] gjSoH2S§f*Sfit?J. rwyxv 

Wi^roTv^o. m^WMbmbtiiHUz^ 
'J3A'^- ■ to»J (He 1 icobacterPy 

r o r i ) tjttsawiat. iail&tyCtSSfrtO 

^z^wmmx-hh^ 

[0003]**:. «^fc*v«*tt*flML 9 n- 
£^M«lltt&&ttH&ft ( I n f 1 a mm at 
ory Bowel Diseased! MtTffl 

z^ttttmx&n&ftm&X'h n . f&mm-t 

2>bl>Whti&. mmffl&btwz. VyVVV>*?x 

4 Ktf>ilfflii. l)f«^i:-Ofe^=Srgi]^ffl^^fficofe 
^Srff 5 Z b jW* < » htiX v>£ . 

[0004] ±ie^®tt?mtmmi:iiS'J^. mum 
% bnitamwcMzmmnmsiS: mm trz^r^m. 
mmmzi>. mwrmmmmtmtfZLtz. ztit> 

■mtS Ucmi&b IX . ff¥ffl»i£1R8 (Postga 
strectomy Disturbances) ^iR 
HX^^JHiSP (Malabsorption Synd 
r ome ) tf&btlX^bifi. SRWWfrKU'k 
^r?^^tS#5lv \ C teg : SS 7 8 «Jtfl^ - r WnStHHf 
4 H '96 j . 5 5 1~6 1 5W. rtOiK-BBfflS^m. 
mOj^. 1 9 96*P*?n . 

[0005]-*. tM&ttRLWIB?' IOIFGF- 



10) (i. #M7&<?>®mt><r>7iV-TtS*n#>X . *fl& 
^ & C ®m S - 2 1 4 3 7 8 ) . «iftWC« F G 

g f - 1 i: immx^zmmmmmtem?- < f g 

F-7) fcft6 0%O75/BtfflRltt£:r*-4. 

(Gr u be r . J . R. ) fflj 

t. FGF-iobmtT$.smim3-vi-&. k 

GF-2>tf5 ; r$r3Sjt.LTO& CWo9 6 '2542 
2 : Human Genome Science In 

c. ] . fcm^bffimomiuz^xu. ±&mm 

fc^mir (EGF) COOT. ?Li6Wii5EI±'j^(C^ 
l-SSiJM^m^&S^TOl.t.^ CP. E. 
/<> ( P . E . S u l l i v a n ) flfe. y> -fc y N ( L 
ancet). 338^. 53H. 19 9 1*], FG 
F-10 ( KG F — 2 ) CooTli. Z(0X o Kffiitfg 

mizftti ftmit*tzm% $ txx v ^ o . 

[0006] 
6. 

[0007] 

[HM£fS8rr£*:tf>^&] WM^>!i. ii^F 
GF7r5U-^>">'^. FGF-1 Oi&fcFtmi 

mmm^xm$>&m'm.®L. tcymmtmi 
mx-mt itz b z h . z mmtfeftm 

^■thZbZ&WzLtz. i^MCSo'l. Wih 

( i ) mmmmmmwf 1 o ( fgf- i o ) , *>s 
wiiT-jr-y+H mmm=F2 (kgf-2) 

( 2 ) : iorsysEiejii*^^i»^U'<7 > f- 
hWBR**nm.itt Lxtsttmrnmrnsz 

( 3 ) tiMHW^p®^±* J s^'ti)ffimi^y^"7 

T** ( 1 ) < 2 ) Offlfl:«MIS±WS«l. 
[ 0 0 0 8 ] WT. Vm&F-fPfteWftth . *HB«W 

tfcor , rmisrwaiiJifff 1 o ( f g f - 1 

0) . *4oH*5?-yiM hti3iH^2 ( KGF - 
2)jfc(±, 19 96¥fcfiW<bKJ:oT»AS*lfcF 
G F 7 r S y -cO«tiMH^ ( #18^8 - 2 1 4 3 7 
8)t'. E?'J#^: 10TSyKE^12-*l. FRSK 

mm (u&Mvmoytmmm) Kbommm. y-vb 

XU, FGF-1 0OStS#, ED*>. S?lJ#-f : 1<0T 
(i»SKSf*S-t^ftT. r FGF- 10. bWftrf 
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¥8-? 14 3 7 8^W8K^£ft'0^» 
[00091 ^FGF-10l»tt^ 

«W«B»«M-*»9 . F G F - 1 0 fcvvJ «* 
C«*l6t»»ki-*. FGF-10fift^A 

(Leu40)H»*0, 208E*'Jy(Ser2 
08)K»=b4 169T5^»0^^*. 

(2) 69&*'Jy (Ser69)Ctt4 0. 208(i 
t l jy(Ser208)i:iWH07i/E^> 

Too io] rfgfl:«i«S4Rffi«j ttt. 

[oom («*> «6W«»THi:«a«S4Kfi«^ 
war, xsmm* s»i» 0 »^ w - »«lt 

*«WfcffiJW6ik*^**. FGF-lOc^Jtf 
mtLXli (1) FGF-IOS^UB*^^^ 

( 2 ) fgf- i om&xm (mwmsm«?#KM 

8-2 l4378fcia»S^^*» 
[0012] (ffliftiXS) Bfl** = 2-C*S*l6D 
NAKW**OFGF- 1 0«>cDNA*fW<?*- 

BR3 2 2. PBR3 2 5 C V-V < G e ,n e ) 4*1 
2 IK ( 1 978) K tfi^ffl**PUB 1 1 0 C'W 

-y 3 y (Biochem. Biophys. Res. 
Common. ) 1 1 2». 6 7 81 ( 1 9 8 3 ) ) 

cos mm^mm pcdm smmi but . c d n 

rfa(T.Maniatis)ffi. ^ a7_ ' 
^□-^/(Molecular c Ion in 



g ), 3-;PWJ^ /n-/<- 9#9MJ- 
(Cold spring harbar lab.) 
^ 3 91 ( 1 98 2) I.ZsfflZ1xX^&. 

loo 1 3] (Hi) «itt. *99-rt*mt.*m 
•mm**-* f g f - 1 o 

(A^u^a) ». arc* 

OSSfflBS. CHO«, NSOM^AMt^lT'^-l., 

@wga«5H5^&ffl^32 ! i^m*^ i i?La- rout 
[00141 («tt-ai5g) mmmw^h. 

Wi-tf 3D1- • A^'J^^M ^3 Cx 

-y(Gene), 10* 6 31 ( 1 9 8 0 ) ; tiX 

vd n A«aa»wat« c ru i,~r of* 

Nat 1. Acad. Sci. USA) 74&560M 
(1977) D £fflv\ BfM<?)^n-ySrSai-tl). * 

fc, cosmwct-jitttcJMi**. m±$wkm 

&$ftfcFGF-10«a*>4aiSttH. FRSK« 

[00 151 (Ml) fflMxSffiK^^^f^FG 
F - 1 0*614. 4fl?W>jWPC«J8«*i*««»ffiK: 

y*«t. iSfflHPLC iritis, m^A. sds 

-PAGE^fc'^JiSffi^^^ffl^^* 1 -^*^ FG 

7 < • fgf - 1 one 

te*Witt*W4. *'J?o-t;K ty^n-+*« 

t a*4«aw*atrfMi l»* . f g f - 1 o ftnw 
aii««**9AK««ai«»«ttt«r<. EL I SA 

[00161 (m) mtixit. mm.^am. 
mi mm^^^^^^^^^ ® {z 

[00171 (fl>ffl#?£> *«W«)iiWk««*S^«ffi 
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Mi. ±Jfcft: FGF-10£. ilSl&A* 0^7 A& 
tt*BDWitt**. fi^tSB^-ftS^ttC 

o«i**wcr* 0 . -*wfc«ai*>&5ig. susra 

ffi®(4 BCS £ ft . II i&ttOf H-fk* KS^ ftSaif tt!B*«iS 
* $ ft I. . BBtfttWIWttWt^ 'Jo^?*- • t'D'J 

[0 0 18] (#tt) IFJT^X CC5 7BL/6N, 
tilt. 53§lfS: a*f-r-;U^'JA"-ttD £-51113. fi 
A5mg/mgC0FGF-l 0£i»KA&4L£#\ * 

£>ftl>. 
[00 19] 

[00 20] 

[SQtfllttT. *Wn*%M*lZXWRfh . (FG 
F-lOtftfBRiJJtfllW) thFGF-10<0*ijtS 
fig^t«a-f4DNAKJt (Efl#*: 2) fc, AM* 
fS^? pETI lc IXhyfJ-yttl 

£Nd e IfcitA'BamH ITiPHfcU Tt}u-Z. J f)V 

NA^7^'-ya^U ASIMJM1 0 9Sr^«E«S 
-tad fcKJ^O-yffcLfc. dftS>0*a>4>FGF 
- 1 0 c DNA#IEU^fiC#A$ft*:r5X$ F£ 
#StU fflBSI««B&ffV\ pET-hFGF-1 
0*»fc. £ft*flftvC*JMBL2 1 (DE3) S:^ 

L21 (DE3) /pET-hFGF- 1 OkZ^li. 
ZtlZmrCh hFGF-1 OVfffl&.&Zftitz. 
[0021] (*SSt) BL2 1 (DE3) /pET-h 
FGF-1 O^Tytj/Uyl 0 0/xg/m 1 $r£tfL 
B«*ftl0mltaMLfct«)Sr4*ffli:L. 37*C? 

-*«r«»tff-5fc. gB-eft-fft^** 1 0 0 /* g/ 

m 1 £#tfTBtgift5 0 0m i x4*Ktt*.ji*3 7"C 

th 1 3 tsu tfe . o d 6 0 0 = 0 . 8 «a l^b* jst 

I PTG£&&«JgAUmMC&6<}:dto^DL. tgg 

2 8'CKTff X $ £>K 6 1*13*88 . 
[0022] (ttttiffiK) igfliRfci&fcflfliU fc^ft 
ftIM50mMTris-HCl, pH8. 0CT1 

H 1 : iESl^">X(7)S ( s t o m a c 



0ift^L. ImM EDTA. 2^g/mlo-('<rf 
y. 2j«g/m l^TAff-y. ImM PMSF&£ 
tf5 0mMTr i s-HC 1 , pH8. 0(,Z*£&lti. 
ffl*««*CJ:9B*£«I*U ^7??y.J2-2 1 
M/EWa»»*L«fCJA-2 0a-^-*ffl^ 

T. 15000 iiwe-c 1 ^lajS'C^fK-ri. - t £ «t o± 

?i£$BXL*:. Hi Trap Heparin5ml 

r i/T^i f 50mMTr i s-HC 1 , pH 
8. OTTOfcU ftfc«Iltfe«*W»±}tS:7r5 
-f L7t„ l^T50mMTris-HCl, pH8. 0 
X'ft&W) A 2 6 0 tf^-X^ > IZM& t X~ikft ttc 

fc£J:9. fiS&iSajLfc. iiithFGF-i 01: 

ffl§-f£>ftl9kDa<7)5ett#7l. 2M NaClCD 
{IBCiSiiiSftfc. fcfc. SBW42m l/#-Ctf->A:. 
[0 0 23] («#IW)*«H*OFGF-10l!»k?)d 

(4. VXTCOX 0 KSSil-f & ; k * ! T'£ h . 

( 1 ) »RfflJJUFGF-l 0 : lmg(C*tU 
y0. 34mg,?^l — ;U9mg. ^TfVlt^S 
vStt#J : *" 'J h 8 0 . 0 . 2 m g £ Jni. . ®M 

Hlml (pH7. 4. 5mM) fcjg»3«. JJE 
«f«*aWS(ait4 . (2)15 0 mMttHt^ h U -7 
A, 0. 0 1%Tween80^tS10mM'jy 
K^«?S(pH7. 0) T'FGF-1 0Sr5mg/m 1 
fcfciiSfcWKU FGF-10*J8a*#i. 

(3) 1 5 OmMffift'th'J^A. 0. 0 1%Twee 
n8 0^-ir^1-ai0mM'jyi!^ff^ (PH7. 0) 
t'FGF— 1 0J5mg/m 1 J: -jfcMISL*:. 
gg^r. vy^h-;P$rl 0mg/m nc^rl>J:o^ 
JOL. FGF-10*jKS*»4. nawt^r/u* 
«»t:fl!ot«|«aiL-C. FGF-10«^S6 

[0024] (XaBW) -SP5EC0ESV7X CC5 
7BL/6N. tttt, 59tt: H*f-+-^'JA- 
tt] tSiSafeS*. lfcJ:tf5mg/kg<OFGF- 

1 0 b— a— ()SKrtJS4) . ±x<n 

«U IW4ifS:l»R. *ft*ftM*&!HBLfc. 
[002 5] FGF-10S4W5lNPIr^l-HS2fc* 

■r. ^f-jL-fyhtwecj: 1 ), fgf-ios4s 

(g : me an + SD, N = 5) 14. *tBS 
P: 14. 9±0. 8. FGF-10 (lrag/kg) 
tS48: 15. 0±1. 1, FGF-10 (5mg/k 
g ) JjW-8 : 1 4 . 4 ± 1 . 4T\ «B*SIWiiS*»-» 
fc. 

[0026] 



h) 



0 



v 



(5) 



10-330283 



SlKmg : ¥^ffi±SD> 



was 

FGF-10 ( Img/kg) 
FGF-10 (5mg/kg) 



1 2 2±S 
1 26±9 
1 3 2 ± 4 * 



* : p<0. 0 5 



[0027] 



m2 :jE%^VA<7)®m (co 1 on) 



FGF-10 ( lmg/kg) S4» 
FGF-10 (5mg/kg) fi4S 



SfiS (mg : ^d±SD) 
286±1 7 

2 9 2± 1 4 

3 3 1 ± 1 3 * * 
* * : p<0. 0 1 
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[0029] E#l#* : 1 



t),flf(lung).BfJi(l iver).WIS(k ie?«OftS : 2 0 8 
i d n e y ) tCOlvHi, #«*3aWi©bfc*t**»o KJflOffi : T 5 



Met Trp Lys Trp He Leu Thr His Cys Ala Ser Ala Phe Pro His Leu 
15 10 15 

Pro Gly Cys Cys Cys Cys Cys Phe Leu Leu Leu Phe Leu Val Ser Ser 

20 25 30 

Val Pro Val Thr Cys Gin Ala Leu Gly Gin Asp Met Val Ser Pro Glu 

35 40 45 

Ala Thr Asn Ser Ser Ser Ser Ser Phe Ser Ser Pro Ser Ser Ala Gly 

50 55 60 

Arg His Val Arg Ser Tyr Asn His Leu Gin Gly Asp Val Arg Trp Arg 
65 70 75 80 

Lys Leu Phe Ser Phe Thr Lys Tyr Phe Leu Lys He Glu Lys Asn Gly 

85 90 95 

Lys Val Ser Gly Thr Lys Lys Glu Asn Cys Pro Tyr Ser lie Leu Glu 

100 105 110 

lie Thr Ser Val Glu He Gly Val Val Ala Val Lys Ala He Asn Ser 

115 120 125 

Asn Tyr Tyr Leu Ala Met Asn Lys Lys Gly Lys Leu Tyr Gly Ser Lys 

130 135 140 

Glu Phe Asn Asn Asp Cys Lys Leu Lys Glu Arg He Glu Glu Asn Gly 
145 150 155 160 

Tyr Asn Thr Tyr Ala Ser Phe Asn Trp Gin His Asn Gly Arg Gin Met 

165 170 175 

Tyr Val Ala Leu Asn Gly Lys Gly Ala Pro Arg Arg Gly Gin Lys Thr 

180 185 190 

Arg Arg Lys Asn Thr Ser Ala His Phe Leu Pro Met Val Val His Ser 
195 200 205 



[0030] : 
EW*>*3 : 6 9 0 b p 

ma®. : z*« 



2 



E5fltf)l»I : cDNA 
gig 
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mCCAGTAT GTTCCTTCTG ATGAGACAAT TTCCAGTGCC GAGAGTTCCA GTACA ATG 58 

TGG AAA TGG ATA CTG ACA CAT TGT GCC TCA GCC TTT CCC CAC CTG CCC 106 

GGC TGC TGC TGC TGC TGC TTT TTG TTG CTG TTC TTG GTG TCT TCC GTC 154 

CCT GTC ACC TGC CAA GCC CTT GGT CAG GAC ATG GTG TCA CCA GAG GCC 202 

ACC AAC TCT TCT TCC TCC TCC TTC TCC TCT CCT TCC AGC GCG GGA AGG 250 

CAT GTG CGG AGC TAC AAT CAC CTT CAA GGA GAT GTC CGC TGG AGA AAG 298 

CTA TTC TCT TTC ACC AAG TAC TTT CTC AAG ATT GAG AAG AAC GGG AAG 346 

GTC AGC GGG ACC AAG AAG GAG AAC TGC CCG TAC AGC ATC CTG GAG ATA 394 

ACA TCA GTA GAA ATC GGA GTT GTT GCC GTC AAA GCC ATT AAC AGC AAC 442 

TAT TAC TTA GCC ATG AAC AAG AAG GGG AAA CTC TAT GGC TCA AAA GAA 490 

TTT AAC AAT GAC TGT AAG CTG AAG GAG AGG ATA GAG GAA AAT GGA TAC 538 

AAT ACC TAT GCA TCA TTT AAC TGG CAG CAT AAT GGG AGG CAA ATG TAT 586 

GTG GCA TTG AAT GGA AAA GGA GCT CCA AGG AGA GGA CAG AAA ACA CGA 634 
AGG AAA AAC ACC TCT GCT CAC TTT CTT CCA ATG GTG GTA CAC TCA TAGAG 684 

GAAGGC 690 



ima] «u o*8S i as 25. 1 _ ns 

[0029] ***- th 

imm] 

Met Tr P Lys Tr P lie Leu Thr His Cys Ala Ser Ala Phe Pro His Leu 

1 5 10 15 

Pro Gly Cys Cys Cys Cys Cys Phe Leu Leu Leu Phe Leu Val Ser Ser 

20 25 30 

Val Pro Val Thr Cys Gin Ala Leu Gly Gin Asp Met Val Ser Pro Glu 

35 40 45 

Ala Thr Asn Ser Ser Ser Ser Ser Phe Ser Ser Pro Ser Ser Ala Gly 

50 55 60 

Arg His Val Arg Ser Tyr Asn His Leu Gin Gly Asp Val Arg Trp Arg 
65 70 75 80 

[«BHl«10*8fll8B !2^I?!5 1 0029 

Lys Leu Phe Ser Phe Thr Lys Tyr Phe Leu Lys lie Glu Lysi Asn Gly 

85 90 95 

Lys Val Ser Gly Thr Lys Lys Glu Asn Cys Pro Tyr Ser lie Leu Glu 

1Q0 105 110 lie Thr Ser Val 

Glu He Gly Val Val Ala Val Lys Ala lie Asn Ser 

115 120 125 

Asn Tyr Tyr Leu Ala Met Asn Lys Lys Gly Lys Leu Tyr Gly Ser Lys 
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130 135 140 

Glu Phe Asn Asn Asp Cys Lys Leu Lys Glu Arg lie Glu Glu Asn Gly 
145 150 155 160 

Tyr Asn Thr Tyr Ala Ser Phe Asn Trp Gin His Asn Gly Arg Gin Met 

165 170 175 

Tyr Val Ala Leu Asn Gly Lys Gly Ala Pro Arg Arg Gly Gin Lys Thr 

180 185 190 

Arg Arg Lys Asn Thr Ser Ala His Phe Leu Pro Met Val Val His Ser 
195 200 205 

UttBBlTJftl 0^8^180 RW<Ofi3 : 690b P 

mjEtt&ms*] 0030 h#ai?- : a»K 

[ »ie*£ ] $c~£ %immm :cdna 

mum) mm 

[0030] mm^r : 2 : b h 

sm 

CTTCCAGTAT GTTCCTTCTG ATGAGACAAT TTCCAGTGCC GAGAGTTCCA GTACA ATG 58 
TGG AAA TGG ATA CTG ACA CAT TGT GCC TCA GCC TTT CCC CAC CTG CCC 106 
GGC TGC TGC TGC TGC TGC TTT TTG TTG CTG TTC TTG GTG TCT TCC GTC 154 
CCT GTC ACC TGC CAA GCC CTT GGT CAG GAC ATG GTG TCA CCA GAG GCC 202 
ACC AAC TCT TCT TCC TCC TCC TTC TCC TCT CCT TCC AGC GCG GGA AGG 250 
CAT GTG CGG AGC TAC AAT CAC CTT CAA GGA GAT GTC CGC TGG AGA AAG 298 
[«{BB]¥JftlO*8J?18H [*IIE*MWSB£] 0 0 30 

[*tt«IE2 3 [*E#ife]g3E 

CTA TTC TCT TTC ACC AAG TAC TTT CTC AAG ATT GAG AAG AAC GGG AAG 346 
GTC AGC GGG ACC AAG AAG GAG AAC TGC CCG TAC AGC ATC CTG GAG ATA 394 
ACA TCA GTA GAA ATC GGA GTT GTT GCC GTC AAA GCC ATT AAC AGC AAC 442 
TAT TAC TTA GCC ATG AAC AAG AAG GGG AAA CTC TAT GGC TCA AAA GAA 490 
TTT AAC AAT GAC TGT AAG CTG AAG GAG AGG ATA GAG GAA AAT GGA TAC 538 
AAT ACC TAT GCA TCA TTT AAC TGG CAG CAT AAT GGG AGG CAA ATG TAT 586 

[«uib3¥jsi o^8^i8B immfzmsz] 0030 

GTG GCA TTG AAT GGA AAA GGA GCT CCA AGG AGA GGA CAG AAA ACA CGA 634 
AGG AAA AAC ACC TCT GCT CAC TTT CTT CCA ATG GTG GTA CAC TCA TAGAG 684 
GAAGGC 690 
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